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W ith interest w e have read the paper by Kim and colleagues

tion and endothelial detachm ent, indicating structura l injury.

reporting the role of poly (AD P-ribose) polym erase (PARP) in

In line w ith the fin d in g s by Kim and colleagues, the w e t/d ry

ventilator-induced lung injury (VILI) in healthy m ice [1].

ratio w as not affected after 2 hours of m echanical ventilation although in our stud y 4 hours of pro te ctive ventilation did

S om e issues have not been addressed appropriately. The

increase the w e t/d ry ratio.

authors sh o w increased levels of T N F a in lung hom ogenate
after 2 hours of lung-protective ventilation (LPV). Previous

The

data from our laboratory have sho w n in the healthy mouse

therefore o ccu r w ith o u t activation of PARP. It is po ssib le that

so-called

LPV -induced

pulm onary

inflam m ation

can

lung that so-called pro te ctive m echanical ventilation (tidal

initiation of inflam m ation pre ced es the activation of PARP. Do

volume, 8 m l/kg; peak airway pressure, 10 to 1 2 c m H 2O;

the authors have any inform ation on the tim e depe nd ency of

positive

a

PARP activation in relation to the activation of proinflam -

pulm onary inflam m atory response [2]. In ad dition to elevated

end-expiratory

pressure,

4 c m H 2O)

induces

m atory cytokines? In addition, it w o uld be of interest to

levels of TN Fa, w e fou nd increased expression of IL-1P, IL-6,

identify the type of cells exhibiting elevated PARP activity -

and keratinocyte-derived chem okine in the lung hom ogenate

fo r instance, perhaps

and found an increased num ber of pulm onary leucocytes in

markers. In our opinion, the clinical relevance of the stud y is

m ice m echanically ventilated fo r 2 hours. Electron m icroscopy

lim ited due to very high peak airway pressures used.

by double staining

w ith

leukocyte

revealed evidence fo r type I pneum ocyte m em brane d isru p 

Authors’ response
Je Hyeong Kim and Kyung Ho Kang
The main background fo r our stud y is that LPV cannot

m ethods. The degree and tim e-course of the changes in

com pletely elim inate the con seq ue nces of VILI, inducing lung

param eters m ight therefore be different in each experim ent

inflam m ation w ith changes in the param eters of VILI [1].

and may sh o w d iscrep ancies am ong studies, especially in

Vaneker and colleagues indicate that the changes of biologic

LPV se ttin g s in w h ich inflam m atory insults are m ore subtle

m arkers in bronchoalveolar lavage fluid, not in lung hom oge-

than the VILI settin gs [3,4].

nate, and the changes of the w et-to-dry w e ig h t ratio in the
LPV gro up were different from those in their stud y

[2].

A ltho ug h overactivation of PARP has been reported as one of

Review ing the experim ental stud ies ab ou t VILI, changes in

pivotal m echanism s of inflam mation, it cannot explain the

the biolo gical m arkers and the param eters of VILI, even in

entire com p lica ted p ro cess of inflammation. S ub tle inflam m a

LPV settings, could differ de pe nd ing on the experimental

tion of the LPV gro up in our stud y m ight therefore be induced

co n d itio n s -

including the anim als used, the co n d itio n s of

m echanical ventilation,

the

specim ens,

and

the

analysis

by other pathw ays or by low -grade PARP activation under the
d e tection level of the analysis m ethod used. In con tra st to the

IL = interleukin; LPV = lung-protective ventilation; PARP = poly (ADP-ribose) polymerase; TNF = tumour necrosis factor; VILI = ventilator-induced
lung injury.
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diseased lungs, normal lungs are relatively in susce ptible to
the

detrim ental effects of m echanical ventilation

[3]. To

investigate new er p a thog en etic m echanism s of VILI w ith a
normal lung model, a higher pressure or tidal volume, w hich
m ight not be clinically relevant, is frequently necessary to
induce appropriate lung injury.
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